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All participants (applicant, applicant's representative, PTO personnel): 



(1) Peter Paras. Jr. . 



(3). 



(2) Mitch Bernstein . 
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Date of Interview: 24 June 2003 . 

Type: a)£3 Telephonic b)D Video Conference 

c)D Personal [copy given to: 1)D applicant 2)D applicant's representative] 

Exhibit shown or demonstration conducted: d)03 Yes e)Q No. 

If Yes, brief description: see attached interview agenda and proposed claims . 

Claim(s) discussed: . 

Identification of prior art discussed: . 

Agreement with respect to the claims f)D was reached. g)KI was not reached. h)D N/A. 

Substance of Interview including description of the general nature of what was agreed to if an agreement was 
reached, or any other comments: See Continuation Sheet . 

(A fuller description, if necessary, and a copy of the amendments which the examiner agreed would render the claims 
allowable, if available, must be attached. Also, where no copy of the amendments that would render the claims 
allowable is available, a summary thereof must be attached.) 

THE FORMAL WRITTEN REPLY TO THE LAST OFFICE ACTION MUST INCLUDE THE SUBSTANCE OF THE 
INTERVIEW. (See MPEP Section 713.04). If a reply to the last Office action has already been filed, APPLICANT IS 
GIVEN ONE MONTH FROM THIS INTERVIEW DATE TO FILE A STATEMENT OF THE SUBSTANCE OF THE 
INTERVIEW. See Summary of Record of Interview requirements on reverse side or on attached sheet. 
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Application No. 09/344,189 



Continuation of Substance of Interview including description of the general nature of what was agreed to if an 
agreement was reached, or any other comments: All the rejections of record were discussed. With regard to the 
enablement rejection Applicant's representative argued that it would not require undue experimentation to practice t 
invention as claimed because the specification teaches that hemizygous or homozygous uPA transgenic mice can t 
used. Since the claimed invention can be practiced with only two possible mice Applicant's representative asserted 
that it would not have required undue experimentation to practice the invention as claimed. . 
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Draft Claims (6.23.2003) 



Claim 1 (Currently amended): 

Am e^of^ac^cmouse,co„ 

■ .oldnase-typepla^ogenactivator^sene, 
^vinga^omewMchcompnsesa^olonasetyp 

f - A ^ A B ene resulting iB liver degeneration; and 

expression of saxd uPA gen oiMMs ^M^^^ 



InWtnepaignchyjng, 



vMingenio 




aata 2(0^ amended). Th , hhH)atWsvim prior to said 

„=nic rnammalian hepatoeytea wrfh hepatitis virus P 
^^.s infecting the xenogen* m*™* 0 



~,edV The mctad of claim 1. SCiSUS^ 
^3 (Current* amended). Them BowiBgsai d 

infecting ""i-* ra>m,Ml1 

"!^ 0n - .... ^^rfd*l.««»^*«-•* ,M, ^ 

a ^ 4 (Currently amended). Them listing of human, 

„,„ m selected torn the group consisting 01 
• u ^emcrwrnmalimhepatoeyl^sraaasEl- 

^»* BXeDOgeM ^utaelB-dwoodcroKkhepatocyte,. 

hahoon, wooly monkey, ground - 
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Draft Claims (633.2003) 

i. ~« fa? compatible mammalian 
^ ■ ,y Thememodcfclaiml.wheremthecompa 

ClaimSCOngmal). Theme q ^ 

• .^tie^oneofacompatiblemammalxan^sA 
hepatitis virus is at least one F virus or 

■ ejected with hepadnavirus, hepatitis E virus, nep 
hepatitis D virus comfecteawiui 

hepadnavirus. 

Claim6(OrigM): t,wa 

degenerated liver is createdby: vi rtas e-tvoe 

a crossmgabemi.ygousorhomozygo^uro^ase.type 

■ mollse with a homozygous Recombination Activation 
, ■ activator (uPA) transgemc mouse witn a a 

plasminogen activator ^ hemizygous sibhng 

t m nuse to generate FluPA hemizygous, RAU^ 

Gene 2 (RAG-2) knockout mouse to gener 



mice; and 

b crossing 



a ^ online F 1 mouse or to a RAG2 
me the Fl mouse to another sibhng 

•u ^wnus RAG2 homozygous 
trt Eenerate a A hemizygous or homozygous, ka 
homozygous mouse to generate a ur 

C uPA/RAG2)F2 mouse. ^em me xenogemc mammahan 

Claim 7 (Original): The method of 01^6, wh 

^ omuatible mammalian hepatitis virus is Woodchuck 
hepatocyte is from a woodchuck and me compare mamrnan 

Hepatitis Virus (WHV)' ^ 11se model system for hepatitis 

. 1 «,«,rtedV A chimeric mouse mow *y 
Claim 8 (Previously amended), a 

lackmg ^onal T and'B cells having a degenerated 
.omprismganimmunetolerantmouselackmg mnc A) 

.„ of a urokmase-type plasminogen ac 
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Serial No. 09/344,189 

Draft Claims (6.23.2003) 

. *w are infected with a compatible 
, ^ .n^enic mammal hepatocytes that are tfrfect 
with transplanted xenogenic maium— 

ma nmiahan hepatitis virus, g^hereinthe 

. Qlv The chimeric mouse model system 
Claim 9 (Ongmal). The chim ^ lan tatior, 

"JZ— • — 

— r:n~ — 

<U-V»-« b * 0OT ' W ° 0,y ™ ^ ^ of claim 8. «• 

Ctata 12 CO*** * — * — «""" A 

vires, iMpatitis C tous, IMP"" 18 u ^ 

tajantisFviiusortopatovta*. _ claim g> 

wtarein * — - — ' >— ^ ^ is homoiyB » to 

. i n?AG-2) knockout gene. 



Claim 14 (Original): The chimeric mouse 



. * tocvtesisawoodchuckand^ecompatiblen.ammaH- 
^ of me xenogenic mammals hepatocytes » 

hepatitis vi^S is Woodchuc* Hepatitis Virus (WHV) . 

Claim 15 (Currently amended): 

- . a test compound for anti-viral activity, composing. 
A method for screening a test compouu 
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Serial No. 09/344,189 

Draft Claims (6.23-2003) 

. in an imjnunetolerairt chimeric 
^ admiristeritigsaidtestcoTnpomdtoaai^ 

,_. . sa id degenerated liver being repuy 

i^^tolemtchimenc mouse, saia corajati bi e mammalian 

t. * «iT,fertedwim at least one companoio 

hepatitis vims; and lligrtv nT-" 1 -" said 

b . assaying televelofwpUcaBonofttevttM, 

„ , f _ 15 ^..ta— — virus** 



testcom] 



least one hepatitis virus. fc „ , laim 15 which comprises comparmgme 

. . * v The method of clam i*)^^ 1 
ClaimlVCOngmaD.Them ltf--ld 

me ft* compound. comprises infecting the 

Claim 18 (Original): The method of [ctannW. 

, h ^ compa tible mammalian virus prior to sard 
xeaogemc niammahanhepatocytes with the comp 

teanSplantillg ' ^ ^ odofcla iml6,wmch C omtmsesinfectingthe 

Claim^COrigmaiyThememodofclami 

with the compatible mammalian virus follow sard 
xenogemc mammalian hepatocytes wtth the comp 

populating step. e5 selec tm g the 

Claims 20 (Original): The method of claim 15, 

- wmegroupcorisistmgofhumati.chimpanzee.baboon, 

xenogenic mammalian hepatocyte from the group 

^y mon*ey, ground ^ and woodchnC hepatocytes. 

-4~ 
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Docke tKo.33 6 ™-USl 

SetialNo. 09/344,189 , fiM20 03) 

Draft Claims (6.23 .WW 

, . n W herein compatible 
„i The method of claim 15, wherein 

Claim 21 (Original)- s c ^ 

- •^^toneofacompatiblema^a.an^sAv^, 

„ io h has a degenerated live* ta ne*i*ySO- """"^ 

^^^c pias^g^ 8016 

^^^^^^^ 

Clata ( ^a— - 

„^ ■ ,iv The method of claim 1 3, WIW 
Cbta 2 4 (Ongmal). The me 

-^astira of interferons, cytokines, m»t 
^b^tedfrom-hegr^ccnas** 

factors, boimones, uuv 

Claim 25 (Currently amended): prising: 

■„« a test compound for anti-cancer acfcvity, compn 
A method for screening a test co chimeric 

adrnimstermgsaidtestcompoundtomim 

« vchhave degenerated Uver parenchyma due to 
mice^^onalTandBceUs^chhavedg ^ genoIfl6ofsai d 

-lo.rmmoeen activator (uPA) gene p 

^^^^^^^^ 

^^con^carcinomams-d^ 
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Draft Claims (6.23.2003) 



• -a mice for the development of hepatocellular 
bi assaying said mice tor uw 

• idlest coiOTOjffld^r^^c^agfcQa- 

0^26 (Original): Thcmefbodof^". 

■■..^Hverofsaidmousea.dmawnttol.nouw 

Clata^Orismal): Themethodofelau^ 5,«» 

pTCa ^ormah g a»*c«K«°^ ^^entUmofthedevelo^of 

„ B , e fl «avedbY monitoimg for the prevent 
bepatoceU^carcmomas^assayedDy ofth e malignant cancerous tissue. 

• *™ cancerous tissue or the amelioration of the mahgnan 
^e^ussuefromprecancexo 

Claim 28 (Original)-. The method of claim 

nut in a control mouse which has not 
^ ra to ehimerie mouse «4 «he - -Y — «* m 

^aduu^ered *e test compound. wMchcl ^ S inf*nB**« 
^n— anhepatoc^ahe,^ ' 

6,1 ^con^urfecnngth. 
Chin 31 COrisinal)-- The method of cto 25, Wh 

. uActed vrith hepaftU virus Mowing -» "P"!"^ 

^ WofeWmlS.whicheon.prisesselertinglhe 
Qaim32(Origtaar> ; Tie method of dm 

™i« B n e ofbuman,chimpanwb*°° 1 '- 



, ground squtoU and woodchuck hepatocytcs. 



wooly monkey 



-6- 

Received from < > at 6/23/03 12:21:24 PM [Eastern Daylight Time] 



06/23/03 12:20 FAX 




DARBY & DARBY P.C. ^ _ @009 




S«ialN0. 09/344.189 

Draft Claims (*J33W») 



C Vitus, hepatitis D virus coiofected with hepadnaviius, 

hepadnaviius. claim 25, wherein the 

^^Gcnci^G^^*^ win tb* source 

^ is VP** Vitus CWHV). ^ ^ ^ 



U^ a ? **" 

Claim 37 (Currently amended): 



. a ^™*W a chimeric mouse, comprising: 
A^odofmakmga ^^lerant mouse lacking 

^ c^tm^immunetoleraHtmouse^a.dimm 

. v, arises a urokmase-type plasminogen 
„ u * having a genome which comprises 
fonctionalTandBcellsandhaving w liver degeneration; and 

^ egression of said uP A gene resultmgmhveraeg 

activator (uPA) gene, express** ^ ^ 
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Docket*-. JSWl^ 8 "" 81 
Serial No. 09/344,189 

mammalian hepatocytes that are a nauu 
hepatitis vims. 

Claim 39 (Currently amended): 

«. A rf making a chimeric mouse, 
A method ^^^^^^^^^^ mouse, said immunetolerant mouse having a 

a. creating an immunetoierau T> A w.neand 

i^itioeen activator (uPA) gene anu 

t—**"*'™* md „ ^«tevin B tfl^t80% viability 

chjffipnc mouse- therein said 

, j^y The method of claim w 

Claim 40 (Previously added). Theme 

.thetimeoftrar^lantingsaidhuman 

, t ™use is about 10-14 days old at the time transp 
immunetolerant mouse is auv 

hePat ° CyteS ' i .aedV The ^od of daim 40 wherein the transplanted 

Claim 41 (Previously added). Them 

rfu» approximately 10% of the degenerated hver. 
human hepatocytes reconstitute appro^ 
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Draft Claims (6.23.2003) 

: ^ method of claim 1 -herein s.d ,P A gene 



Claim 42 (Previously added) 

encodes secreted uP A. ^ g 

Claim43 (Previously added): The chimenc mouse model syst 

^ereinsaiduPAgeneencodessecreteduPA gene 

Claim 44 (Previously added): Themethodof claim 



encodes secreted uPA. 



Claim 45 (Previously added): The 



me thod of claim 25 wherein said uPA gene 



encodes secreted uPA. , - - A nV \ geDe 

■ 1 The method of claim 37 wherem said UFA g 

Claim 46 (Previously added), we meuiv 

encodes secreted uPA. claim 38 

, j^v ThP chimeric mouse model system ot 
aaim 47 (Previously added): The cmmen 

!m said uPA gene encodes secreted uPA. 



wherein 



• , AdedV The method of cto 39 wherein said uPAgerxe 
Claim 48 (Previously added), me mem 



encodes secreted uP A. 
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